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Appendix lll: Sensitivity analysis

In order to investigate potential sources of observed heterogeneity in primary outcomes,
we performed several subgroup and meta-regression analyses provided enough information
was available.

For sex outcome severe disease, the first subgroup analysis included studies with quality
scores 7 or above. This allows having only high-quality studies in the meta-analysis.
Although the I? statistics dropped to below 1% (form 15.2%), the effect size remained
unaffected (RR 1.15, 95%CI 1.09 to 1.22), see Figure Al. As an additional analysis, we
partitioned studies based on whether critical condition of severity was upon hospitalization
or developed during follow-up. The former showed a slight increase (RR 1.27, 95%Cl 1.12 to
1.44 - Figure A2) while the latter a slight decrease (RR 1.11, 95%Cl 1.04 to 1.19 — Figure A3).
However, both were fairly close to that of base analysis (RR 1.18, 95%Cl 1.10 to 1.27).
Finally, we performed meta-regression on study size, total quality score, study duration and
study start date, but none were significant.
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Figure A3

For sex outcome ICU admission, we conducted a subgroup analysis based on geographical
location (Asia versus outside Asia), but the overall conclusion remained the same (RR 1.33,
95%Cl 0.93 to 1.91 and RR 1.47, 95%CI 1.14 to 1.90 for Asia and outside Asia, respectively),
see Figure A4. There was also no evidence for the effect of study size, total quality score,
study duration and study start date from meta-regression.
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For sex outcome death, we also conducted a subgroup analysis based on geographical
location (east Asia versus outside east Asia). In the group of east Asia, the effect size was
substantially increased (RR 1.8, 95%Cl: 1.32 to 2.46), while it largely dropped to RR 1.06,
95%Cl: 0.93 to 1.22 in the group of outside east Asia, which consists of only 3 studies (see,
Figure A5). The results from meta-regression on study start date revealed that this factor
can explain about 40% of heterogeneity, see Table 1.
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Table 1

. metareg logES startdate, wsse(_selogES) eform tau

Meta-regression Number of obs = 13
REML estimate of between-study variance tau2 = L]
% residual variation due to heterogeneity I-squared_res = 40.99%
Proportion of between-study variance explained Adj R-squared = 100.00%
With Knapp-Hartung modification
logES exp(b) Std. Err. t P>t [95% Conf. Intervall
startdate .9927859 .0029568 -2.43 0.033 .9862992 .9993152
_cons 1.33e+69 8.67e+70 2.43 0.033 4133904 4.3e+131
Test for residual between-study variance (of tau2=0) Q_res (11 df) = 18.64
Prob > Q_res = 0.0679
Likelihood-ratio test of tau2=0: chibar2(01) 0.00 Prob > chibar2 = 1.0000

For age outcomes severe disease, ICU admission, and death, insufficient number of studies
were available preventing obtaining meaningful results from sensitivity analysis.
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